AN 2002:318083 CAPLUS 
DN 137:185744 

TI Synthesis and investigation of L-fuco- and D-glucurono-azaf agomine 
AU Jensen, Henrik H. ; Jensen, Astrid; Hazell, Rita G. ; Bols, Mikael 
CS Department of Chemistry, University of Aarhus , Aarhus , DK-8000, Den. 
SO Journal of the Chemical Society, Perkin Transactions 1 (2002) , (9) , 
1190-1198 

CODEN: JCSPCE; ISSN: 1472-7781 
PB Royal Society of Chemistry 
DT Journal 
LA English 

OS CASREACT 137:185744 

AB The new azasugars (3S , 4R, 5S) -4 , 5 -dihydroxy-3 -methylhexahydropyridazine (I) 
and (3S , 4R, 5R) -4 , 5 -dihydroxyhexahydropyridazine-3 -carboxylic acid (II) 
were synthesized. I was made from D-ribose in ten steps in a synthesis 
that involved partial 2 , 3 -protection, deoxygenation of the 5 -OH, reductive 
amination with tert-Bu carbazate, mesylation, cyclization and 
deprotection . II was made from L-xylose in twelve steps in a related way 
starting with 2 , 3 , 5 - protection, reductive amination with tert-Bu 
carbazate" mesylation ana cyclization. Tne key seep in chis synthesis is 
selective debenzylation of a primary benzyl ether with acetyl bromide to 
produce a partially benzylated hexahydropyridazine that was oxidized to 
the acid and deprotected. The 3-, 4- and 6-deoxy analogs of azaf agomine, 
(3R,4R,5R) -4 , 5-dihydroxy-3-hydroxymethylhexahydropyridazine, were also 
made. I and II were shown to be potent . alpha . -fucosidase and 
.beta. -glucuronidase inhibitors, resp. 
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RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(synthesis and glycosidase inhibition studies of L-fuco- and 
D-glucurono-azaf agomine derivs . ) 
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CN 3-Piperidinecarboxylic acid, 4 , 5 -di hydroxy- 6- [ (trif luoroacetyl ) amino] 
(3S,4R,5R,6S) - (9CI) (CA INDEX NAME) 
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AB Siastatin B analogs, optically active 2 - (trif luoroacetamido) -3 , 4 , 5- 
trihydroxypiperidines having nitromethyl, aminomethyl , and carboxyl 
branched groups at C-5, and ( + ) - (2R, 3R, 4R, 5R) -5 - (aminomethyl ) -3 , 4 , 5 - 
trihydroxy- 2 - (hydroxyactamido) piperidine were synthetically obtained from 
D-ribono-1 , 4 -lactone . Some analogs have inhibitory activity against some 
glycosidases, and (+) - (2R, 3R, 4R, 5R) -2- (trif luoroacetamido) -3,4,5- 
trihydroxypiperidine-5-carboxylic acid (I) showed a marked inhibitory 
activity against . beta . -glucuronidase . 
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monohydrochloride , [3R- (3 .alpha. , 4 .beta. , 5 .beta. , 6 .alpha. ) ] - (9CI) 
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AB N-Substituted derivs . of siastatin B have been obtained by a chem. 

modification. Some derivs. showed potent inhibitory activities against 
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3-Piperidinecarboxylic acid, 6- (acetylamino) -4 , 5-dihydroxy- , 
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AB The titie compds . (I; R = OH, MeS, MeSO, NH2 , CONH2) are prepd. I, 
possessing glycosidase inhibitory activity, are useful as cancer 
metastasis suppressors. Thus, siastatin deriv. (II) ( pr epn7~~giv~en ) was 
reduced by NaBH4 in CF3CH20H and treated with HC1 in dioxane to give I (R 
= OH), which showed IC50 of 0.042 and 0.27 .mu.g/mL against 
.beta. -N-acetyl-glucosaminidase and .alpha . -N-acetyl-galactosaminidase 
resp . 
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RL: BAG (Biological activity or effector, except adverse); BSU (Biological 
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(prepn. of 3 -hydroxymethyl -3 -decarboxysiastatin derivs . as glycosidase 
inhibitors) 
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CN Acetamide, N- [ (2R, 3R,4S,5R) -3 , 4 -dihydroxy-5 - (hydroxymethyl) -2 -piperidinyl] - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation ( + ) . 
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